***Background.*** With limited prevention strategies, identifying prognostic factors for invasive group A *Streptococcus* (iGAS) infections is important. Obesity and diabetes have been linked to increased risk of skin and soft tissue infections (SSTIs)--common manifestations of iGAS. We analyzed iGAS incidence and outcomes in obese vs normal weight persons and diabetics vs non-diabetics.

***Methods.*** We identified 2010-2012 community-onset cases of iGAS among non-pregnant adults from select counties at 10 US Active Bacterial Core surveillance sites. Cases are defined by isolation of GAS from a normally sterile site or from a wound in a patient with necrotizing fasciitis or streptococcal toxic shock syndrome in a resident of the surveillance area. Patient demographics, height, weight and clinical data were obtained from medical records. We used height and weight to calculate body mass index (BMI) or imputed BMI for missing values, categorizing patients into normal weight (BMI 18.5- \< 25.0), overweight (25.0- \< 30.0), obese grades 1-2 (30.0- \< 40.0) and obese grade 3 (≥40.0). Through Poisson regression, we estimated iGAS incidence by BMI category and diabetes status after controlling for sex, age, race and other underlying conditions using ABCs catchment area population estimates from the 2011 Behavioral Risk Factor Surveillance System survey for denominators. Multivariable logistic regression was used to compare risk of death by BMI category and diabetes status.

***Results.*** There were 2135 iGAS cases. Diabetes \[relative risk (RR)= 3.0, 95% confidence interval (CI)= (2.3-3.9)\] and grade 3 obesity among non-diabetics (RR= 2.8, 95%CI= 2.3-3.4) were associated with an increased risk of iGAS. Neither obesity nor diabetes was associated with increased risk of death. SSTIs, with the lowest case fatality ratio (1.9%) among all infection types, were more common in obese and diabetic persons compared to normal weight (p \< 0.001) and non-diabetic (p = 0.001) persons, respectively.

***Conclusion.*** Diabetes and extreme obesity in non-diabetics were independent risk factors for iGAS. SSTIs, which tend to be less severe than other infection types, seem to be driving the increased risk. Efforts to prevent and treat obesity and diabetes may help reduce the occurrence of iGAS.
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